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- The MAILING DA TE of this communication appears on the cover sheet with the correspondence address - 
Period for Reply 



A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) OR THIRTY (30) DAYS, 
WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1.136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1 )M Responsive to communication(s) filed on May 30. 2006 . 
2a)^ This action is FINAL. 2b)D This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 1 1, 453 O.G. 213. 

Disposition of Claims 

4) ^ Claim(s) 1.2.10.43 and 44 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) ^ Claim(s) 1.2.10.43 and 44 is/are rejected. 

7) ^ Claim(s) 10 is/are objected to. 

8) Q Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10)D The drawing(s) filed on is/are: a)Q accepted or b)Q objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 

Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 
1 1 )□ The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-1 52. 

Priority under 35 U.S.C. § 119 

12)D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 
a)D All b)D Some * c)D None of: 

1 .□ Certified copies of the priority documents have been received. 

2. D Certified copies of the priority documents have been received in Application No. . 

3. D Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 



Attachment(s) 

1 ) D Notice of References Cited (PTO-892) 4) □ Interview Summary (PTO-41 3) 

2) □ Notice of Draftsperson's Patent Drawing Review (PTO-948) Paper No(s)/Mail Date. . 

3) S Information Disclosure Statement(s) (PTO-1449 or PTO/SB/08) 5) □ Notice of Informal Patent Application (PTO-152) 

Paper No(s)/Mail Date y 17/2006 . 6) □ Other: . 

U.S. Patent and Trademark Office 

PTOL-326 (Rev. 7-05) Office Action Summary Part of Paper No./Mail Date 2006081 5 
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DETAILED ACTION 

1 • The amendment filed on May 30, 2006 in response to the Office Action of December 3 0, 
2005 is acknowledged and has been altered. 

Claims 1, 2, 10, 43; 44 are pending. 

Claims 1, % 10, 43, 44 are currently wider consideration. 

2. Thetext of those sections of Title 35, U.S. Code not included in this action tan be found 
in a prior Office Action. 

3. The following grounds of rejection are maintained. 

4. Claims 1,2, and 10 remain rejected and new claims 43 and 44 are rejected under 35 
USC 1 12, first paragraph for the reasons previously set forth in the paper mailed December 30* 
2005, pages 3-5 

Applicant argues that the submitted declaration demonstrating that the cell growth of 
endothelial cells is inhibited by contacting vascular cells with the anti-pyl 1 75 antibody and that 
since the antibody Of the present invention Can inhibit eel] growth of endothelial cells, the 
disclosure is enabling. 

The argument has been considered but has not been found persuasive because the 
Declaration submitted under 37 C.F.R. 132 require that the antibody be injected into the ceil or 
transfeeted into the cell to achieve the observed effects, These techniques are not applicable for 
in v/w/therapeutie use in which the antibody must be able to contact antigen presented on the 
surfaceof the cell Furthermore, given the teachings of Jain et al and Weimer et al as previously 
set forth, it could not be predicted, nor would it be expected, based on foe information in the 



:ANVdWOO 3TPP8-* -ZQlsdiOL 
JTSAJ8S xsj 8Z0/6T 30Vd Wd 9Q:ZT 900Z/Z.T/8 OLdSA 



ZS-OZ:(ss-UIUl) NOUVWKl . OidSfVaiSD . lG06C/Z:SINa . 3/l-dUXd3-0±dSn:UA3 . [»U1U lufillfoa luajseg] Wd Z0-90-ZI 900ZIUI8 XV QAOU , 8Z/0? 39Vd 



AppUcaticn/ConwoJ Number: 10/763,276 P 9ge 
Ait Unit: 1642 

specificaiioa as originally fifed and that in the declaration instantly presented that the invention 
will function as claimed for the reasons of record. 

Applicant argues that Example 3 enables the claimed invention. The argument has been 
considered but has not been found persuasive because, like the data presented in the Declaration, 
me cell studies are done with cells that have been processed in such as way as to facilitate 
internalization of the antibodies - that is, mey are '1^msp^rent' , to the antibodies and for the 
reasons of record, the claimed invention is not enabled. 

New Claim Objections 
Claim 10 is objected to because of the following ioformalities: It appears that the 
applicant has made an inadvertent typographical error in claiming KDJUFlt -1 , where it is clear 
applicant intended tobeKDR/FlK.-l . Given the teaching in the specification and the claims as 
constituted, it will be assumed for examination purposes that claim 1 0 is meant to be drawn to 
KDR/FlKrI 

Appropriate correction is required. 

New Grounds of Rejection 

4. The specification is objected, to AND claims 43 and 44 are rejected under 35 U.S.C. 
1 1 12, first paragraph, for failing to provide an enabling disclosure, because the specification 
does not provide evidence that uie elamied biological materials are k»wn and readily available 
to the public. 
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the claims are drawn to a monoclonal antibody produced by bybridoma KM3035 
(FERMBP-7729). 

It is unclear if a cell line mat produces an antibody having the exact structural and 
chemical identity of monoclonal antibody FHIM BP-7729 is known and pubHcly available, or 
can be reproducibly isolated without undue experimentation. Cleady, wimout access to the 
bybridoma cell lines producing said monoclonal antibody, it would not be possible to practice 
the claimed invention. Therefore, suitable deposits for patent purposes are required. Without a 
publicly available deposit of the above celt line, one of ordinary skiU in the art could not be 
assured of the ability to practice the invention as claimed. Exact replication of: (1) the claimed 
cell line; (2) a cell line which produces the chemically and junctional^ distinct antibody 
claimed; and/or (3) the claimed antibody's amino acid or nucleic acid sequence is an 
unpredictable event. 

It is noted mat Applicants have deposited the hybridomaKM3035 as FERM BP-7729 
(para.0216) in the International Patent Organism Depositary, National Institute of Advanced 
Industrial Science and technology (A1ST Tsukuba Central 6, 1-1, Higashi I-Chome Tsukuba- 
shi, IbarakMcea 305-8566 JapanX but there is no indication in the specification as to public 
availability, 

If a deposit has been made under the provisions of the Budapest Treaty, filing of an 
affidavit or declaration by applicant or assignees or a statement by an attorney of record who has 
authority and control over the conditions of deposit over his or her signature and registration 
number stating mat the deposit has been accepted by an International Depository Authority under 
the provisions of the Budapest Treaty, mat all restrictions Upon public access to the deposits will 
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be irrevocably removed Upon the grant of a patent on this apptication and that the deposit will be 
replaced if viable samples cannot be dispensed by the depository is required. This requirement is 
necessary when deposits are made under the provisions of the Budapest Treaty as the Treaty 
leaves this specific matter to the discretion of each State, 

!ft addition to the conditions under the Budapest Treaty, applicant is required to satisfy 
that all legtrictions imposed by the depositor nn th e availability to the public of the dep osited 
material wjll be irrevotabiy rem oved upon me gra nting of a p atent fattS. patent application* 
Applicant's provision of these assurances would obviate mis objection/rejection. 

Affidavits and declarations, such as those under 37 CFJC § 1.131 and 37 CJF.R. § 1 .132, 
filed during prosecution of the parent application do not automatically become apart of this 
application. Where it is desired to rely on an earlier filed affidavit, die applicant should make the 
remarks of record in the later application and include a copy of the original affidavit filed in the 
parent application 

If the original deposit is made after die effective filing date of an application for patent, 
the applicant should promptly submit a verified statement from a person in a position to 
corroborate the fact, and should state, mat the biological material which is deposited is a 
biological material specifically identified in the application as filed, except if the person is an 
attoitiey or agent registered to practice before the Office, in which the case the statement need 
not be verified, See MPEP 1 .804(b). 

5. If the applicant were able to overcome the rejections set forth above, claims 1,2,10,43 
and 44 would still be rqected under 35 US.C. 1 12, first paragraph, because the specification. 
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while being enabling for a method for inhibiting KDR/FLk-1 signal transduction in endothelial 
ceils or inhibiting eelt growth of endothelial cells, wlaeh comprise contacting the cells with a 
monoclonal antibody which specifically recognizes 1 175-tyrosinephosphorylated KDR/FLk-l or 
antigen binding fragment thereof, wherein the monoclonal antibody inhibits binding of 
phosphotipase Of to 1 175-tyrosine phosphorylated KBR/F&4/wherein the monoclonal 
antibody is a humanized anti-1 175 tyrosine phosphorylated KTJR/Flbl antibody, and wherein 
the humanized anuVl 175-tyrosie phosphorylated KDR/Flkl antibody is a human chimeric 
antibody or a human complcroeitt^ty^terimining region (CDR}-grafted antibody, does not 
reasonably provide enablement for a method for inhibiting KDR/Flk-1 signal transduction in 
endothelial cells or inhibiting cell growth of endothelial cells, which comprise eoutacting the 
ceils with a monoclonal antibody which specifically recognizes 1175-tyrosine phosohorylated 
KDR/FLk-1 or an antibody fragment thereof; wherein the monoclonal antibody inhibits 
binding ofphospholipase C-y to 1 175-tyrosine phosphorylated KDR/Flk-1, wherein foe 
monoclonal antibody is a humanized arm- 11 75 tyrosine phosphorylated KDR/Flk-1 antibody, 
and wherein the humanized antM 1 75-tyrosie phosphorylated KDR/F&1 antibody is a human 
ehimeric antibody or a human co»plememarity4eterimining region (CDR^grafted antibody. 
The specification does not enable any person skilled in the art to which it pertains, or with which 
it is most nearly connected, to make and use the invention commensurate in scope with these 
claims. 

The claims are drawn to a method for inhibiting KDR/FLk-1 signal transduction in 
endothelial cells or inhibiting cell growth of endothelial cells, which comprise contacting foe 
cells with a monoclonal antibody which specifically recognizes 1175-tyrosine phosphorylated 
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KDR/FLfc-1 or antibody fragment thereof, wherein the monoclonal antibody inhibits binding of 
phosphoKpase C-y to 1 175-tyrosine phosphorylated KDR/Flk-1, wherein the monoclonal 
antibody is a humanized anti-1 i 75 tyrosine phosphorylated KDR/Fik-1 antibody, and wherein 
the bumanizsdaiHi-l 1 75-tyrosie phosphorylated KDR/Flkl antibody is a human chimeric 
antibody or a human conmlementari^Kfcterimining region (CDR)-grafted antibody. 

This means that the claims encompass the use of the monoclonal antibody to 1 1 75 
tyrosine phosphorylated KDR/Flk-1 and antibody fragment, including fragments that do not bind 
to the antigen, as a therapeutic antibody . 



fumorigenesis, diabetic retinopathy, and rheumatoid arthritis, see para 0005 . 

The specification teaches that Fit- 1 and KDR/Flk-t are membrane proteins of 1 80 to 200 
kDa in molecular weight belonging to the receptor tyrosine kinase family which have 7 
immunoglobulin-lite domains; as an extracellular domain and a tyrosine kinase domain as an, 
intracellular domain, 

The specification teaches that vascular endothelial cell growth factor (VEGF) specifically 
binds to KDR/Flk-1 at KD value of 75 pmot/l and that KDR/Flk-1 is specifically expressed in 
vascular endothelial cells, see para 0009. 

The specification further teaches mat KDR/Flk-1 relates to the growth and migration of 
vascular endothelial cells among various activities of VEGF, The specification hypothesizes that 
since growth and blood vessel formation were hot found and blood island of yolk sac was not 
formed in knockout mice in whieh the KDR/Flk-1 gene had been destroyed, and they died at a 
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fetal stage of days 8.5 to 9.5 after development, KDlVFlk-1 relates to the growth and 
differentiation of vascular endotodial cells in an animal, see para 001 1. 

The specification teaches that KDR/F]k-1 is activated and auto-phosphorylated by VBGT 
stimulation, PtC-y binds to the KDR/Flk-1 and is then activated by phosphoiylation, FKC is 
subsequently activated, and as a result MAP kinase is activated and DNA synthesis is induced. 
The specification teaches that phosphorylation of I 175-tvrosine participates in the 
phosphorylation ofPLC-y and activation of MAP kinase by expressing a mutant of KDR/Flk-1, 
in which 1175- and 1214-tyrosine residues are replaced by phenylalanine residues, in a cell line 
derived from endothelial cells, para 001 5: 

The specification teaches that the monoclonal antibody was prepared using a peptide 
peptide which comprises an amino acid sequence of 5 to 20 residues containing the 1 1 75- 
tyrosine in the amino acid sequence of KDR/Flk-i shown in SEQ ID NO: 7, wherein the amino 
acid corresponds to the II 75*tyrosine its a phosphorylated tyrosine, see para. 01 15, 

One cannot extrapolate the teachi ngs of the specification to the scope of the claims 
because the claims are drawn to antibody therapeutics using an antibody fragment This 
encompasses using fragments of the antibody that do not; bind to the antigen of interest This 
would lead to insufficient target specificity, as discussed by Weiner (Seminars in Oncology, 
1999, 26:41,-50) as a problem of antibody therapy. Thus, one of skQI of in the art would not 
predictably expect an antibody fragment that does not have the ability to bind with KDR/Flk-1 
phosphorylated at tyrosine 1 1 75 to have the same effect of the claimed monoclonal antibody 
which specifically recognizes 1 175 tyrosine phosphorylated KDR/Flk-1 or an antigen binding 
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flagmen! thereof. Thus undue expeirnientation would be required to practice the invention as 
clamed. 

Applicant is reminded thatMPEP 2164.03 teaches "die amount of guidance or direction 
needed to enable the invention is inversely related to the amount of knowledge in die state of the 
art as well as the predictability of the art Inre Fisher, 428 F.2d 833, 166 USPQ X% 24 (CCPA 
1970) the amount of guidance or direction refers to that information in the application, as 
originally filed, that teaches exactly how to make or use the invention, The more that is known 
in die prior art about the nature of the invention, how to make, and how to use the invention, 
and the more predictable the art is, the less information needs to be explicitly state in the 
specification. In contrast if tittle is known hi the Prior art about the nature of the invention and 
the art k unpredictable, the specification would need more detail a* how t» make yge th» 
invention in order for iVto beenahtinp . Given only lack of guidance in the specification, no one 
skilled in the art would accept the assertion mat the claimed invention would function as 
contemplated or as claimed based only on the information in the specification and that known in 
the art at die time the invention was made. 

The specification provides insufficient guidance with regard to these issues and provides 
no working examples which would provide guidance to one j&iUed in the art and no evidence 
has been provided which would allow one of skill in the art to predict that the invention will 
function as contemplated with a reasonable expectation of success. For die above reasons, it 
appear that undue experimentation would be required to practice the claimed invention. 

5. All other rejections recited in the previous office action are hereby withdrawn. 
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7. Applicant's amendment necessitated the new grounds of rejection. Thus, THIS ACTION 
IS MADE FINAL. Applicant isreminded of the extension of time policy as set forth in 37 
C.KK h 136(a), 

A SHORTENED STATUTORY PERIOD FOR RESPONSE TO THIS FINAL ACTION 
IS SET TO EXPIRE THREE MONTHS FROM THE DATE OF THIS ACTION. IN THE 
EVENT A FIRST RESPONSE IS FILED WITHIN TWO MONTHS OF THE MAILING DATE 
OF THIS FINAL ACTION AND THE ADVISORY ACTION IS NOT MAILED UNTIL 
AFTER THE END OF THE THREE-MONTH SHORTENED STATUTORY PERIOD, THEN 
THE SHORTENED STATUTORY PERIOD WILL EXPIRE ON THE DATE THE 
ADVISORY ACTION IS MAILED, AND ANY EXTENSION FEE PURSUANT TO 37 C.F.R. 
1.136(a) WILL BE CALCULATED FROM THE MAILING DATE OF THE ADVISORY 
ACTION. IN NO EVENT WILL THE STATUTORY PERIOD FOR RESPONSE EXPIRE 
LATER THAN SDC MONTHS FROM THE DATE OF THIS FINAL ACTION. 

B. Any inquiry concerning this communication or earlier communications from the 
exaininer should be directed to Peter J. Reddig whose telephone number is (571) 272-903 L The 
examiner can normally be reached on M-F $ ;30 a,m.-5:00 p.m.. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Jef&ey Stew can be reached on (571) 272-0787, The fax phone number for the 




ion or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published 
applications may be obtained from either Private PAIR or Public PAIR. Status information for 
unpublished applications is available through Pri vate PAIR only. For more information about 
the PAIR system, see http://pah-slirecLuspto.gov. Should you have questions on access to the 
Private PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 
If yot? would Kfce assistance from © USPTO Customer Service Representative or access to the 
automated information system, call 800^786-9199 (IN USA OR CANADA) or 571-272-1000. 

Peter X.Reddig,Ph.a 

Examiner 

Art Unit 1642 



SUSAN UNGAR PB.D 
PRIMARY EXAMWER 
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